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needed pursuant to paragraph (c)(1) (vi)
of this section. Histological sections
shall be prepared from both spinal cord
enlargements and appropriate sections
of the brain and examined.

(vi) Doubtful histopathological find-
ings necessitate (a) examination of a
sample of sections from several regions
of the brain in question, and (b) at-
tempts at virus recovery from the
nervous system tissues previously re-
moved from the animals.

(vii) The lot is satisfactory if the his-
tological and other studies dem-
onstrate no evidence of changes in the
central nervous system attributable to
unusual neurotropism of the seed virus
or of the presence of extraneous neuro-
tropic agents.

(2) Test results. The mumps virus seed
has acceptable neurovirulence prop-
erties for use in vaccine manufacture
only if for each of the five lots (i) 90
percent of the monkeys survive the ob-
servation period, (ii) the histological
and other studies produce no evidence
of changes in the central nervous sys-
tem attributable to unusual neurot-
ropism or replication of the seed virus
and (iii) there is no evidence of the
presence of extraneous neurotropic
agents.

(3) Need for additional neurovirulence
safety testing. A neurovirulence safety
test as prescribed in this paragraph
shall be performed on vaccine from five
consecutive lots whenever a new pro-
duction seed lot is introduced or when-
ever the source of cell culture sub-
strate must be reestablished and recer-
tified as prescribed in § 630.52(a).

[38 FR 32068, Nov. 20, 1973, as amended at 49
FR 23834, June 8, 1984; 50 FR 4138, Jan. 29,
1985; 55 FR 11013, Mar. 26, 1990; 55 FR 47875,
Nov. 16, 1990]

§ 630.51 Clinical trials to qualify for li-
cense.

To qualify for license, the antigenic-
ity of Mumps Virus Vaccine Live shall
be determined by clinical trials, con-
ducted in compliance with part 56 of
this chapter unless exempted under
§ 56.104 or granted a waiver under
§ 56.105, and with part 50 of this chap-
ter, that follow the procedures pre-
scribed in § 630.31, except that the
immunogenic effect shall be dem-
onstrated by establishing that a pro-

tective antibody response has occurred
in at least 90 percent of each of the five
groups of mumps-susceptible individ-
uals, each having received the paren-
teral administration of a virus vaccine
dose not greater than that dem-
onstrated to be safe in field studies
(§ 630.50(b)) when used under com-
parable conditions.

[46 FR 8956, Jan. 27, 1981, as amended at 50
FR 4138, Jan. 29, 1985]

§ 630.52 Manufacture of Mumps Virus
Vaccine Live

(a) Virus cultures. Mumps virus shall
be propagated in chick embryo cell cul-
tures. The embryonated chicken eggs
used as the source of chick embryo tis-
sue for the propagation of mumps virus
shall be derived from flocks certified or
tested as prescribed in § 630.32(b).

(b) Passage of virus strain in vaccine
manufacture. Virus in the final vaccine
shall represent no more than five cell
culture passages beyond the passage
used to perform the clinical trials
(§ 630.50(b)) which qualified the manu-
facturer’s vaccine strain for license.

(c) Cell culture preparation. Only pri-
mary cell cultures shall be used in the
manufacture of mumps virus vaccine.
Continuous cell lines shall not be in-
troduced or propagated in mumps virus
vaccine manufacturing areas.

(d) Control vessels. From the tissue
used for the preparation of cell cul-
tures for growing attenuated mumps
virus, an amount of processed cell sus-
pension equivalent to that used to pre-
pare 500 ml. of cell culture shall be
used to prepare uninfected tissue con-
trol materials which shall be prepared
and tested by following the procedures
prescribed in § 630.32(f).

(e) Test samples. Test samples of
mumps virus harvests or pools shall be
withdrawn and maintained by follow-
ing the procedures prescribed in
§ 630.32(g).

[38 FR 32068, Nov. 20, 1973, as amended at 50
FR 4138, Jan. 29, 1985]

§ 630.53 Reference virus.

An NIH Reference Mumps Virus,
Live, shall be obtained from the Center
for Biologics Evaluation and Research
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as a control for correlation of virus
titers.

[38 FR 32068, Nov. 20, 1973, as amended at 49
FR 23834, June 8, 1984; 55 FR 11013, Mar. 26,
1990]

§ 630.54 Potency test.
The concentration of live mumps

virus shall constitute the measure of
potency. The titration shall be per-
formed in a suitable cell culture sys-
tem, free of wild viruses, using either
the Reference Mumps Virus, Live, or a
calibrated equivalent strain as a titra-
tion control. The concentration of live
mumps virus contained in the vaccine
of each lot under test shall be no less
than the equivalent of 5,000 TCID50 of
the reference virus per human dose.

§ 630.55 Test for safety.
(a) Tests prior to clarification. Prior to

clarification, the following tests shall
be performed on each mumps virus pool
prepared in chick embryo cell culture:

(1) Inoculation of adult mice. The test
shall be performed in the volume and
following the procedures prescribed in
§ 630.35(a)(1), and the virus pool is satis-
factory only if equivalent test results
are obtained.

(2) Inoculation of suckling mice. The
test shall be performed in the volume
and following the procedures pre-
scribed in § 630.35(a)(2), and the virus
pool is satisfactory only if equivalent
test results are obtained.

(3) Inoculation of monkey cell cultures.
A mumps virus pool shall be tested for
adventitious agents in the volume and
following the procedures prescribed in
§ 630.35(a)(3), and the virus pool is satis-
factory only if equivalent test results
are obtained.

(4) Inoculation of other cell cultures.
The mumps virus pool shall be tested
for adventitious agents in the volume
and following the procedures pre-
scribed in § 630.35(a)(3), in rhesus or
cynomolgus monkey kidney, in whole
chick embryo, and in human cell cul-
tures. In addition, each virus pool shall
be tested in chick embryo kidney in
the same manner except that the vol-
ume tested in each cell culture shall be
equivalent to 250 human doses or 25
milliliters, whichever represents a
greater volume. The mumps virus pool
is satisfactory only if results equiva-

lent to those in § 630.35(a)(3) are ob-
tained.

(5) Inoculation of embryonated chicken
eggs. A neutralized suspension of each
undiluted mumps virus pool shall be
tested in the volume and following the
procedures prescribed in § 630.35(a)(5),
and the virus pool is satisfactory only
if there is no evidence of adventitious
agents.

(6) Bacteriological tests. In addition to
the tests for sterility required pursu-
ant to § 610.12 of this chapter, bacterio-
logical tests shall be performed on each
mumps virus pool for the presence of
M. tuberculosis, both avian and human,
by appropriate culture methods. The
virus pool is satisfactory only if found
negative for M. tuberculosis, both
avian and human.

(7) Test for avian leucosis. If the cul-
tures were not derived from a certified
source and control fluids were not test-
ed for avian leucosis, the vaccine shall
be tested in the volume and following
the procedures prescribed in
§ 630.35(a)(8). The cultures are satisfac-
tory for vaccine manufacture if found
negative for avian leucosis.

(b) Clarification. The mumps virus
fluids shall be clarified by following
the procedures prescribed in § 630.35(c).

[38 FR 32068, Nov. 20, 1973, as amended at 55
FR 47876, Nov. 16, 1990]

§ 630.56 General requirements.

(a) Final container tests. In addition to
the tests required pursuant to § 610.14 of
this chapter, an immunological and vi-
rological identity test shall be per-
formed on the final container if it was
not performed on each pool or the bulk
vaccine prior to filling.

(b) Dose. These standards are based
on an individual human immunizing
dose of no less than 5,000 TCID50 of
Mumps Virus Vaccine Live, expressed
in terms of the assigned titer of the
Reference Mumps Virus, Live.

(c) Labeling. In addition to the items
required by other applicable labeling
provisions of this part, single dose con-
tainer labeling for vaccine which is not
protected against photochemical dete-
rioration shall include a statement
cautioning against exposure to sun-
light.

(d) [Reserved]
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